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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS 
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- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). tn no event, however, may a reply be timely filed 
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- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
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Any reply received by the Office later than three months after the mailing date of this communication, even if Umely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 
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I )□ Responsive to communication(s) filed on 15 August 2006 , 
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Art Unit: 1644 

DETAILED ACTION 

1 . Claims 4-8, 24-28 and 1 02-1 1 0 are pending, 

2. Applicant's election without traverse of Group IL claims 4-8,24-48, 64-68 and 84-88 (now 
claims 4-8, 24-28 and 102-1 10) drawn to an isolated nucleic acid encoding a monoclonal 
antibody which binds to anti-dual integrin, vectors, host cells and methods of producing filed on 
8/15/06, is acknowledged. 

4. Claims 4-8, 24-28 and 102-1 10 are under examination as they read on an isolated nucleic acid 
encoding a monoclonal antibody, which binds to anti-dual integrin, vectors, host cells and 
methods of producing. 

4. Applicant's IDS, filed 7/9/02, 1 1/13/02 and 2/14/06, is acknowledged. The International 
Search Report (filed 1 1/1 3/02) was crossed out but the references listed tliereon had been 
considered. 

5. The following is a quotation of the second paragraph of 35 U.S.C. 1 12. 

The specification shall conclude mih one or more claims particvlarly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

6. Claims 7, 27 and 105 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and disfinctly claim the subject matter which applicant 
regards as the invention. 

A) '^fhe recitations "653'' and "293" in claims 7, 27 and 105 are indefinite, they only describe 
the host cells of interest by an arbitrary number name, "653" and "293". Tliere is nothing 
in tlie claims which distinctly identiiy the host cells. 



7. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and ttsing it, 
in such full, clear, concise, and exact terms as to enable any person skilled in tfie art to which it pertains, or with which it is 
most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention, 

8. Claims 4-8, 26-28 and 104-106 are rejected under 35 U.S.C. 1 12, first paragraph, because tlie 
specification, while being enabling for an isolated nucleic acid encoding a human monoclonal 
antibody comprising human heavy chain of SEQ ID NO: 7 and human light chain variable 
regions of SEQ ID N0:8, or an isolated nucleic acid encoding an isolated mammalian anti-dual 
integrin antibody comprising (i) all of the heavy chain CDR amino acid sequences of SEQ ID 
NOs: 1-3 and (ii) all of the light chain CDR amino acids sequences of SEQ ID NOs:4-6, does not 
reasonably provide enablement for an isolated nucleic acid encoding at least one isolated 
mammalian anti-dual integrin antibody having at least one variable region comprising SEQ ID 
NO: 7 or 8 in claim 4, A prokaryotic or eukaryotic host cell comprising an isolated nucleic acid 
in claims 26 smd 104, a host cell, wherein the host cell is "653", "293", "any derivative", any 
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immortalized or transformed cell" in claims 7, 27, and 105, or a method for producing at least 
one anti-dual integrin antibody comprising translating a nucleic acid in vitro, in vivo or "in situ" 
in claims 8, 28 and 106. The specification does not enable any person skilled in the art to which 
it pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 

There is insufficient guidance and direction as to make and use mammalian antibodies 
comprising the VH of SEQ ID NO: 7 or VL of SEQ ID N0:8.. However, it is well established in 
the art that the formation of an intact antigen-binding site generally requires the association of 
the complete heavy and light chain variable regions of a given antibody, each of which consists 
of tliree CDRs which provide the majority of the contact residues for the binding of the antibody 
to its target epitope. The amino acid sequences and confonnations of each of the heavy and light 
chain CDRs are critical in maintaining the antigen binding specificity and affiinity which is 
characteristic of the parent immunoglobulin. It is expected that all of the heavy and light chain 
CDRs in their proper order and in the context of framework sequences which maintain their 
required confonnation, are required in order to produce a protein having antigen-binding 
function and that proper association of heavy and light chain variable regions is required in order 
to form functional antigen binding sites. Even minor changes in the amino acid sequences of the 
heavy and light variable regions, particularly in the CDRs, may dramatically affect antigen- 
binding function as evidenced by Rudikoff et al (Proc Natl Acad Sci USA 1982 Vol 79 page 
1 979). Rudikoff et al. teach that the alteration of a single amino acid in the CDR of a 
phosphocholine-binding myeloma protein resulted in the loss of antigen-binding function. It is 
unlikely that mammalian antibody as defined l)y the claims which may contain less than the full 
heavy and light chain variable regions of an CNTO 95 have the required binding function. 
Undue experimentation would be required to produce the invention coimnensurate with the 
scope of the claims from the written disclosure alone. Further evidence came from the 
20030143603 which teaches that anti-tumor necrosis factor antibody light chain variable region 
comprising the claimed SEQ ID NO: 8 (see published SEQ ID NO: 8), providing evidence that 
the formation of an intact antigen-binding site requires the association of the complete heavy and 
light chain variable regions of a CNTO 95 antibody are required for the binding function. 
Therefor, an <mtibody that comprising at least one variable region comprising SEQ ID NO: 7 or 8 
would not result in an anti-alpha-V binding antibody. 

Claims 26 and 104, which depend form claims 24 and 102, respectively, recite a host cell that 
comprises only a nucleic acid lack a vector comprises a DNA sequence that contains a gene 
under the control of or operatively linked to a regulatory element, for example a promoter. It 
caimot be seen how the human anti-dual integrin antibody gene would be amplify and translated 
in the claimed host cell, It appears that claims 26 and 104 should depend form claims 25 and 
103, respectively » 

Claims 7, 27, and 105 fail to establish the structure of "653", '793", "any derivative, 
immortalized or transformed" cell. "653", ''293", are arbitrary cell line names. The scope of tlie 
claims is not commensurate with the enablement provided by the disclosure with regard to the 
extremely large number of "653", "293" host cell broadly encompassed by the claims. Further, It 
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Art Unit: 1644 

is noted that the recited cell lines are already "immortalized or transformed", accordingly it is 
unclear how those cells would be further "immortalized or transformed". Finally, the 
specification was not found to provide sufficient guidance to the skilled artisan as to how to 
make and use host cell ''derivatives" commensurate in scope with the instant claims. The 
specification fails to provide guidance on the claimed host cell's ^'derivatives". Tlie claims as 
written encompass a broad genus of host cell with an unlimited number of possibilities. Further, 
the enablement, issues of making the host cell derivatives still remain because the specification 
does not teach and provide sufficient guidance how to make such "derivatives". 

Similarly, claims 8, 28 and 106 recite a method of producing at least one anti-dual integrin 
antibody comprising translating the claimed nucleic acid in vitro, in vivo or in situ. However, in 
order for the antibody to be produced in vivo or in vitro (using the claimed host cells) the 
claimed nucleic acid has to be under the control of a vector. Therefore, the claimed method for 
producing the claimed antibody would not work because the coding region is not operably linked 
to a promoter capable of directing expression of the claimed nucleic acid (facilitating 
translation). Finally, it is unclear as to how to use in situ methods to produce ttie claimed 
antibodies. Is the in situ method read on a single cell production of the claimed antibody? 

Reasonable correlation must exist between the scope of the claims and scope of the enablement 
set forth. In view on the quantity of experimentation necessary the limited working examples, the 
nature of the invention, the state of the prior art, the unpredictability of the art and the breadth of 
the claims, it would take undue trials and errors to practice the claimed invention. 

9. Claims 24-25 and 102-103 are allowable. 

10. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher Haddad whose telephone number is (571) 272-0845. The examiner 
can normally be reached Monday through Friday from 7:30 am to 4:00 pm. A message may be 
left on the examiner's voice mail service. If attempts to reach the examiner by telephone are 
unsuccessful, the examinees supervisor, Christina Chan can be reached on (571) 272-0841, The 
fax number for the organization where this application or proceeding is assigned is 571-273- 



Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Statxis information for published applications may be 
obtained from eitlier Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



8300. 



September 26, 2006 




Maher Haddad, Ph.D. 
Primary Examiner 
Technology Center 1 600 
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